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ElMT 




RED 



3 <110> 



APPLICANT: Bayer AG 
Friedrich, Gabi 



4 

5 
6 
7 
8 



Hagen, Gustav 
Wick, Maresa 

Zubov, Dmitry 



Dubois -Stringf allow, Nathalie A. 



10 <120> TITLE OF INVENTION: METHODS FOR MODULATING ANGIOGENESIS 

12 <130> FILE REFERENCE: 17956A- 000500PC 
C--> 14 <140> CURRENT APPLICATION NUMBER: US/10/018,386 
C--> 15 <141> CURRENT FILING DATE: 2001-12-13 

17 <150> PRIOR APPLICATION NUMBER: EP 99113502.1 

18 <151> PRIOR FILING DATE: 1999-07-02 
20 <160> NUMBER OF SEQ ID NOS : 8 

22 <170> SOFTWARE: Patentin Ver. 2.1 

24 <210> SEQ ID NO: 1 

25 <211> LENGTH: 2173 

26 <212> TYPE: DNA 

27 <213> ORGANISM: Homo sapiens 

29 <400> SEQUENCE: 1 

30 gaaaatgagg ctgctgcgga cggcctgagg atgaacccca agccctggac ctgccgagcg 60 

31 tggcactgag gcagcggctg acgctactgt gagggaaaga aggttgtgag cagccccgca 120 

32 ggacccctgg ccagccctgg ccccagcctc tgccggagcc ctctgtggag gcagagccag 180 

33 tggagcccag tgaggcaggg Gtgcttggca gccaccggcc tgcaactcag gaacccctcc 240 

34 agaggccatg gacaggctgc cccgctgacg gccagggtga agcatgtgag gagccgcccc 300 

35 ggagccaagc aggagggaag aggctttcat agattctatt cacaaagaat aaccaccatt 360 

36 ttgcaaagac catgaggcca ctgtgcgtga catgctggtg gctcggactg ctggctgcca 420 

37 tgggagctgt tgcaggccag gaggacggtt ttgagggcac tgaggagggc tcgccaagag 480 

38 agttcattta cctaaacagg tacaagcggg cgggcgagtc ccaggacaag tgcacctaca 540 

39 ccttcattgt gccccagcag cgggtcacgg gtgccatctg cgtcaactcc aaggagcctg 600 

40 aggtgcttct ggagaaccga gtgcataagc aggagctaga gctgctcaac aatgagctgc 660 

41 tcaagcagaa gcggcagatc gagacgctgc agcagctggt gaaggtggac ggcggcattg 720 

42 tgagcgaggt gaagctgctg cgcaaggaga gccgcaacat gaactcgcgg gtcacgcagc 780 

43 tctacatgca gctcctgcac gagatcatcc gcaagcggga caacgcgttg gagctctccc 840 

44 agctggagaa caggatcctg aaccagacag ccgacatgct gcagctggcc agcaagtaca 900 

45 aggacctgga gcacaagtac cagcacctgg ccacactggc ccacaaccaa tcagagatca 960 

46 tcgcgcagct tgaggagcac tgccagaggg tgccctcggc caggcccgtc ccccagccac 1020 

47 cccccgctgc cccgccccgg gtctaccaac cacccaccta caaccgcatc atcaaccaga 1080 

48 tctctaccaa cgagatccag agtgaccaga acctgaaggt gctgccaccc cctctgccca 1140 

49 ctatgcccac tctcaccagc ctcccatctt ccaccgacaa gccgtcgggc ccatggagag 1200 

50 actgcctgca ggccctggag gatggccacg acaccagctc catctacctg gtgaagccgg 1260 

51 agaacaccaa ccgcctcatg caggtgtggt gcgaccagag acacgacccc gggggctgga 1320 

52 ccgtcatcca gagacgcctg gatggctctg ttaacttctt caggaactgg gagacgtaca 1380 

53 agcaagggtt tgggaacatt gacggcgaat actggctggg cctggagaac atttactggc 1440 

54 tgacgaacca aggcaactac aaactcctgg tgaccatgga ggactggtcc ggccgcaaag 1500 

55 tctttgcaga atacgccagt ttccgcctgg aacctgagag cgagtattat aagctgcggc 1560 

56 tggggcgcta ccatggcaat gcgggtgact cctttacatg gcacaacggc aagcagttca 1620 

57 ccaccctgga cagagatcat gatgtctaca caggaaactg tgcccactac cagaagggag 1680 
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CO !?^^f ^'^^ taacgcctgt gcccactcca acctcaacgg ggtctggtac cgcgggggcc 1740 
59 attaccggag ccgctaccag gacggagtct actgggctga gttccgagga ggctcttact 1800 
fi? ZnlT^t^ agtggtgatg atgatccgac cgaaccccaa caccttccac taagccagct 1860 
61 ccccctcctg acctctcgtg gccattgcca ggagcccacc ctggtcacgc tggccacagc 1920 
63 atTrtlT^ actcctcacc agttcatcct gaggctggga ggaccgggat gctggattct 1980 
II gtcactgcag cggatgatgg aactgaatcg atacggtgtt ttctgtccct 2040 

65 aacJct^S acagcccctc atgtctccag gacaggacag gactacagac 2100 

65 aactctttct ttaaataaat taagtctcta caataaaaac acaactgcaa agtaaaaaaa 2160 

66 aaaaaaaaaa aaa ^aaaaa ^±o<j 

69 <210> SEQ ID NO: 2 ^"""^"^ 

70 <211> LENGTH: 493 

71 <212> TYPE: PRT 

72 <213> ORGANISM: Homo sapiens 

74 <400> SEQUENCE: 2 

75 Met Arg Pro Leu Cys Val Thr Cys Trp Trp Leu Gly Leu Leu Ala Ala 

5 ,10 15 

78 Met Gly Ala Val' Ala Gly Gin Glu Asp Gly Phe Glu Gly Thr Glu Glu 

20 25 30 

81 Gly ser Pro Arg Glu Phe He Tyr Leu Asn Arg Tyr Lys Arg Ala Gly 
S2 35 40 45 

84 Glu Ser Gin Asp Lys Cys Thr Tyr Thr Phe He Val Pro Gin Gin Arq 
35 50 55 go 

87 val Thr Gly Ala lie Cys Val Asn Ser Lys Glu Pro Glu Val Leu Leu 

7° 75 80 

90 Glu Asn Arg Val His Lys Gin Glu Leu Glu Leu Leu Asn Asn Glu Leu 
yi 85 
93 



90 95 



Leu Lys Gin Lys Arg Gin He Glu Thr Leu Gin Gin Leu Val Lys Val 
100 105 j^^Q 

96 Asp Gly Gly He Val Ser Glu Val Lys Leu Leu Arg Lys Glu Ser Arg 
^' 115 120 125 

99 Asn Met Asn Ser Arg Val Thr Gin Leu Tyr Met Gin Leu Leu His Glu 

100 130 135 

Jn? ^""^ ^""^ ^l'^ Ser Gin Leu Glu Asn 

■'■^^ 150 155 3^gQ 

105 Arg He Leu Asn Gin Thr Ala Asp Met Leu Gin Leu Ala Ser Lys Tyr 
i.l 170 175 ^ 

108 Lys Asp Leu Glu His Lys Tyr Gin His Leu Ala Thr Leu Ala His Asn 
1"^ 180 185 190 

111 Gin ser Glu He He Ala Gin Leu Glu Glu His Cys Gin Arg Val Pro 

112 195 200 205 

114 ser Ala Arg Pro Val. Pro Gin Pro Pro Pro Ala Ala Pro Pro Arg Val 

115 210 215 220 

"J 00^ "^^^ Asn Gin He Ser Thr Asn 

225 230 235 240 

120 Glu He Gin Ser Asp Gin Asn Leu Lys Val Leu Pro Pro Pro Leu Pro 

245 250 255 

123 Thr Met Pro Thr Leu Thr Ser Leu Pro Ser Ser Thr Asp Lys Pro Ser 

260 265 270 

126 Gly Pro Trp Arg Asp Cys Leu Gin Ala Leu Glu Asp Gly His Asp Thr 
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127 275 280 285 

129 Ser Ser He Tyr Leu Val Lys Pro Glu Asn Thr Asn Arg Leu Met Gin 

130 290 295 300 

132 val Trp Cys Asp Gin Arg His Asp Pro Gly Gly Trp Thr Val He Gin 

133 305 310 315 320 

135 Arg Arg Leu Asp Gly Ser Val Asn Phe Phe Arg Asn Trp Glu Thr Tyr 

136 325 330 

Tyr Trp Leu 
jtj 350 

141 Asn He Tyr Trp Leu Thr Asn Gin Gly Asn Tyr Lys Leu Leu Val Thr 

142 355 360 365 

144 Met Glu Asp Trp Ser Gly Arg Lys Val Phe Ala Glu Tyr Ala Ser Phe 

145 370 375 380 

148 385 ^"""^ ^"""^ '^^^ ^"""^ 

150 His Gly Asn Ala Gly Asp Ser Phe Thr Trp 

151 405 410 415 



325 330 335 

138 Lys Gin Gly Phe Gly Asn He Asp Gly Glu Tyr Trp Leu Gly Leu Glu 

139 340 345 



J J. Jf -L iJ_y O XJCU 

148 385 390 395 400 

150 His Gly Asn Ala Gly Asp Ser Phe Thr Trp His Asn Gly Lys Gin Phe 

151 405 410 415 

153 Thr Thr Leu Asp Arg Asp His Asp Val Tyr Thr Gly Asn Cys Ala His 

154 420 425 430 

156 Tyr Gin Lys Gly Gly Trp Trp Tyr Asn Ala Cys Ala His Ser Asn Leu 

157 435 440 445 

159 Asn Gly Val Trp Tyr Arg Gly Gly His Tyr Arg Ser Arg Tyr Gin Asp 

160 450 455 460 

162 Gly Val Tyr Trp Ala Glu Phe Arg Gly Gly Ser Tyr Ser Leu Lys Lys 

163 465 470 475 480 

165 Val Val Met Met He Arg Pro Asn Pro Asn Thr Phe His 

166 485 490 

169 <210> SEQ ID NO: 3 

170 <211> LENGTH: 4 98 

171 <212> TYPE: PRT 

172 <213> ORGANISM: Homo sapiens 

174 <400> SEQUENCE: 3 

175 Met Thr Val Phe Leu Ser Phe Ala Phe Leu Ala Ala He Leu Thr His 

176 1 5 10 



178 He Gly Cys Ser Asn Gin Arg Arg Ser Pro Glu Asn Ser Gly Arg Arg 

179 20 25 30 



181 Tyr Asn Arg He Gin His Gly Gin Cys Ala Tyr Thr Phe He Leu Pro 

182 35 40 45 

184 Glu His Asp Gly Asn Cys Arg Glu Ser Thr Thr Asp Gin Tyr Asn Thr 

185 50 55 60 



45 



187 Asn Ala Leu Gin Arg Asp Ala Pro His Val Glu Pro Asp Phe Ser Ser 

188 65 70 75 gg 

190 Gin Lys Leu Gin His Leu Glu His Val Met Glu Asn Tyr Thr Gin Trp 

191 85 90 95 

193 Leu Gin Lys Leu Glu Asn Tyr He Val Glu Asn Met Lys Ser Glu Met 

194 100 105 110 

196 Ala Gin He Gin Gin Asn Ala Val Gin Asn His Thr Ala Thr Met Leu 

197 115 120 125 

199 Glu He Gly Thr Ser Leu Leu Ser Gin Thr Ala Glu Gin Thr Arg Lys 
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200 130 135 

202 Leu Thr Asp Val Glu Thr Gin Val Leu Asn Gin Thr Ser Arg Leu Glu 

205 lie Gin Leu Leu Glu Asn Ser Leu Ser Thr J" Lys Leu Glu Lys G^n 

208 Leu Leu Gin Gin Thr Asn Glu He Leu ^ys He His Glu Lys III Ser 

180 185 190 

211 Leu Leu Glu His Lys He Leu Glu Met Glu Gly Lys His Lys Glu Glu 

195 200 205 

214 Leu ASP Thr Leu Lys Glu Glu Lys Glu Asn Leu Gin Gly Leu Val Thr 
^-1-0 215 220 

III 2?5 '''''' 230 ""^^ '"'^ '''•^ ""^^ '^^'^ ""^^ 

220 Thr Thr Asn Asn Ser Val Leu Gin Lys Gin Gin Leu Glu Leu Met A^p 

245 250 255 

223 Thr val His Asn Leu Val Asn Leu Cys Thr Lys Glu Gly Val Leu Leu 

260 265 270 

226 Lys Gly Gly Lys Arg Glu Glu Glu Lys Pro Phe Arg Asp Cys Ala Asp 

275 280 285 

229 val Tyr Gin Ala Gly Phe Asn Lys Ser Gly He Tyr Thr He Tyr He 

-^yO 295 300 

232 Asn Asn Met Pro Glu Pro Lys Lys Val Phe Cys Asn Met Asp Val Asn 

^ ^ 315 *5or\ 

235 Gly Gly Gly Trp Thr Val He Gin .His Arg Glu Asp Gly Ser Leu Asp 

238 Phe Gin Arg Gly Trp Lys Glu Tyr Lys Met Gly Phe Gly Asn Pro Ser 

^ -jy 340 345 

241 Gly Glu Tyr Trp Leu Gly Asn Glu Phe He Phe Ala He Thr Ser Gin 

355 360 365 

244 Arg Gin Tyr Met Leu Arg He Glu Leu Met Asp Trp Glu Gly Asn Arg 

370 375 ^ 

247 Ala Tyr Ser Gin Tyr Asp Arg Phe His He Gly Asn Glu Lys Gin Asn 

395 /Lr\f\ 
250 Tyr Arg Leu Tyr Leu Lys Gly His Thr Gly Thr Ala Gly Lys Gin Ser 
nfo 410 415 

253 ser Leu He Leu His Gly Ala Asp Phe Ser Thr Lys Asp Ala Asp Asn 
itt 425 430 

256 Asp Asn Cys Met Cys Lys Cys Ala Leu Met Leu Thr Gly Gly Trp Trp 

260 Aln ""^^ ''''^ ^^"^ ""^^ Met Phe Tyr Thr Ala 

4DU 455 

262 Gly Gin Asn His Gly Lys Leu Asn Gly He Lys Trp His Tyr Phe Lys 
ill 475 480 

265 Gly Pro Ser Tyr Ser Leu Arg Ser Thr Thr Met Met He Arg Pro Leu 

485 490 

268 Asp Phe 

272 <210> SEQ ID NO: 4 

273 <211> LENGTH: 496 

274 <212> TYPE: PRT 
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275 <213> ORGANISM: Homo sapiens 

277 <400> SEQUENCE: 4 

278 Met Trp Gin He Val Phe Phe Thr Leu Ser Cys Asp Leu Val Leu Ala 
281 Ala Ala Tyr Asn Asn Phe Arg Lys Ser MeJ Asp Ser lie Gly L^f Lys 
284 Gin Tyr Gin Val Gin His Gly Ser Cys Ser Tyr Thr Phe Leu Leu Pro 

288 """"^ ""tl ""^^ ""^^ ""^^ ^""^ ser Asn Ala 

290 val Gin Arg Asp Ala Pro Leu Glu Tyr Asp Asp Ser Val Gin Arg Leu 

293 Gin val Leu Glu Asn He Met Glu Asn Asn Thr Gin Trp Leu Met Lys 

85 _ 90 g- 

296 Leu Glu Asn Tyr He Gin Asp Asn Met Lys Lys Glu Met Val Glu He 

°° 105 110 

299 Gin Gin Asn Ala Val Gin Asn Gin Thr Ala Val Met He Glu He Gly 

120 225 
302 Thr Asn Leu Leu Asn Gin Thr Ala Glu Gin Thr Arg Lys Leu Thr Asp 

305 val Glu Ala Gin Val Leu Asn Gin Thr Thr Arg III Glu Leu Gin Leu 

155 150 
Leu Ser Thr Asn Lys Leu Glu Lys Gin He Leu 
165 170 

Asn Lys Leu Gin Asp Lys Asn Ser Phe " 
"^■^^ 180 185 190 



308 Leu Glu His Ser Leu Ser Thr Asn Lys Leu Glu Lys Gin He Leu Lp 

165 170 lyr 

311 Gin Thr Ser Glu He Asn Lys Leu Gin Asp Lys Asn Ser Phe Leu Glu 
it. 185 190 

314 Lys Lys Val Leu Ala Met Glu Asp Lys His He He Gin Leu Gin Ser 

200 205 

3^8 ''^ 2^0 ''''^ """P ''^'^ ser Lys Gin Asn 

1" 215 220 

32? 225 ^.T. ^^'^ "-^^ Thr Val Asn 

230 235 240 

Gin Gin His Asp Leu Met Glu Thr 

lit 250 255 

326 Asn Leu Leu Thr Met Met Ser Thr Ser Asn Ser Ala Lys Asp Pro Thr 

^ 265 270 

329 val Ala Lys Glu Glu Gin He Ser Phe Arg Asp Cys Ala Glu Val Phe 
275 280 285 

333 """" ''''^ """^ T*^^ Phe Pro Asn 

290 295 300 



323 Asn ser Val Leu Gin Lys Gin Gin His Asp Leu Met Glu Thr Val Asn 



310 315 
338 Gly Trp Thr He He Gin Arg Arg Glu Asp Gly Ser Val Asp Phe Gin 



335 ser Thr Glu Glu He Lys Ala Tyr Cys Asp Met Glu Ala Gly Gly Gly 
338 

339 325 33g 

341 Arg Thr Trp Lys Glu Tyr Lys Val Gly Phe Gly Ash Pro Ser Gly Glu 

_ ^ ^ ^ 345 -2 Rn 

344 Tyr Trp Leu Gly Asn Glu Phe Val Ser Gin Leu Thr Asn Gin Gin Arg 

347 Tyr Val Leu Lys He His Leu Lys Asp Trp Glu Gly Isn Glu Ala Tyr 
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Page 6 of 7 



file://C:\Crf3\Outhold^VsrJ018386.htm 



1/9/02 



